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1. This 



pinion contains indications relating to the following items: 
Box No. I Basis of the opinion 

Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 




Box No. II 
Box No. Ill 

Box No. IV 
Box No. V 



□ 

□ 
□ 



Reasoned statement under Rule 43bis. 1 (a)(i) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Box No. VI Certain documents cited 

Box No. VH Certain defects in the international application 
Box No. Vm Certain observations on the international application 



2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an Authority 
other than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66. lbis(b) that written 
opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the 
IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 
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Box No. I Bails of this opinion 



1. With regard to the language, this opinion has been established on the basis of the int 
which it was filed, unless otherwise indicated under this hem. 



ional application in the language in 



I I This opinion has been established on the basis of a translation from the original language into the following language 

t which is the language of a translation furnished for the purposes of international search (under 

Rules 123 and 23.1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the 
claimed invention, this opinion has been established on the basis of: 

a. type of materia] 

| | a sequence listing 

| | ' table(s) related to the sequence listing 

b. format of material 

I | in wirtten format 

f~| in. computer readable form 



c time of filing/famishing 

^^^^^ 

. I I contained in the. international application as filed. . - 

I I filed together with the international application in computer readable form. 

[_j furnished subsequently to this Authority for the purposes of search. 

■ 

3. ^] In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been 
filed or furnished, the required statements that die information in the subsequent or addin'oanl copies is identical to that 
in the application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



4. Additional comments: 
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Box No. V Reasoned statement under Role 43bU,l(*)0) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting sacb statement 



1. Statement 

Novelty (N) 



Inventive step (IS) 



Claims 
Claims 

Claims 
C laims 



1 - 4 



YES 
NO 



1 - 12 



NO 



Industrial applicability (IA) Claims 

Claims 



1 - 21 



NO 



2. Citations and explanations : 

Reference is made to the following documents: 

)1: DONOONI et. al. 'Model Studies toward the Synthesis of DihvdroDvrimiriinyl Pyridyl 
a- Amino Acids via Three-Component Biginelli and Hantzsch Cyclocondensations* In: 
"Journal of Urfcanic Chemistry j 2003, 68(16), p.61 72-6183 

D2: El-Sedawy at al. : Metabblis.m. of Swertiamarin from Swertia japonica by Human 
Intestinal. Macteria^ In: Planta Medica, i 989, 55(2). p;l 47- 1 50 

D3: TAD A et al, Modification bf Pvridlne-3^c «fhnv«miH Q • fNir 0 tinflmi^ by: Radical. 
Substitution- In: Journal of Heterocyclic Chemistry, 1989, 26(1), p.45-48 
D4: POPOV, et. al. * In vitro Transformations oLS eatiopicrbside and Swertiamarinl In: Journal 
of Natural Products, 1988, 51(4), p.765-768 

The present invention relates to novel pyridine derivatives having an inhibitory effect on 
production of cytokines, which are known to be involved in inflammatory responses, thus being 
useful as therapeutic agents for treating diseases related to inflammation, immune, chronic 
inflammation as well as an agent having an antiinflammatory and analgesis effect. Further, this 
invention relates to a method of manufacturing the same and a pharmaceutical composition 
containing the same. 

<32ptiescribes a novel and versatile strategy for the synthesis of iiatergcyclic a -amino acidsy 
Incorporation of the 4-pyridyl-a -alanine derivative, into a peptide chainj s also describedT^D^ 
relates to the biotransformation of swertiamarin, a seco-iridbid glucoside isolated from Swertia 
japonica. Three metabolites are isolated and identified as erythrocentaurin. 5- 
hydroxymethylisochrom an-1-onfl. and qp ptianine. <i5cp discloses nr fiffitie^ QCLof enldjnggET 
jgrboxamide (nicotinamide) by radical substitution. (T5pbrovldes inVffix> transformations of 
g entiopicroside and swertiamarin. Ge ntiopicroside' are treated with NH 3 in EtOH to give gentanine 
and gentianidine. Gentanine are also prepared from swertiamarin and NH 3 . 

1. Novelty 

The subject matter of claims 1 -4 is already known frnm_pl (rnmpnnnH sa), hp ( ror pp 0un H_£) i _ 
— D3 (compound 12) and D4 (compound' 3>.. Thus, claims 1-4 are neither novel noMnventive (PCT 
Article 33(2) and T3JT~: ' 

2. Inventive Step 

The novel derivatives of pyridine, and preparation methods of the same described in this 
application (the subject matter of claims 1-12) are generally known from 01 - D4. Documents 
01 - 04 do not individually disclose all of the features of the present invention, but it would have 
been obvious to a person skilled in the art to disclose most of the features of the present 
invention by combining 01 to D4. Therefore, claims 1-12 lack an inventive step under PCT Article 
33(3). 

3. Industrial Applicability 

The invention claimed in claims 1-21 can be used in the industry. Therefore, claims 1-21 are 
industrially applicable according to PCT Article 33(4). 
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30 December 2004 (30.12.2004) 
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1. 

2. 



This written opinion is the first (first, etc) drawn by this International Preliminary Examining Authority. 



Basis of the opinion 



I. 




II. 


□ 


in. 


□ 


IV. 


□ 


v. 




VI. 


□ 


VII. 


□ 


VIII. 


□ 



Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



3. The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. The applicant may, before the expiration of that time limit, request this Authority 
to grant an extension, see Rule 66.2(d). 

How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 
For the form and the language of the amendments, see Rules 66.8 and 66.9. 

Also For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66.4bis. 
For an informal communication with the examiner, see Rule 66.6. 

If no reply is filed, the international preliminary examination report will be established on the basis of this opinion. 

4. The final date by which the international preliminary 
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1 . With regard to the dements of the international application:* " " I 

0 the intemational application as originally filed 

ED the description: 

pages 1, 3 to 10,12 to 17 t 19 to 26, 28 to 89, 91, 92, 96 to 102, 104 , as originally filed 
pages 1 8, 1 8a , filed with the demand 

pages 2, 2-1 , 1 1 to 1 1-5, 27, 90 to 90-38, 93, 95, 95-1 , 96, 96-10, 1 04 to 104-4 , filed with the letter of 
30 March 2006 (30.03.2006). 

Kl the claims: 

pages 105 to 110, 112 to 116, as originally filed 

pages , as amended (together with any statement) under Article 19 

pages , filed with the demand 

pages 1 12 to 1 12-5, 1 1 8 , filed with the letter of 30 March 2006 (30.03.2006). 

1 I the drawings: 

pages , as originally filed 

pages , filed with the demand 

pages , filed with the letter of 

the sequence listing part of the description: 
pages , as originally filed 

pages , filed with the demand 

pages , filed with the letter of 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in 
which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

the language of a translation furnished for die purposes of international search (under Rule 23.1(b)). 
Q the language of publication of the intemational application (under Rule 48.3(b)). 

CD the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino add sequence disclosed in the international application, the written opinion 
was drawn on the basis of the sequence listing: 

I I contained in the intemational application in printed form. 
I I filed together with the international application in computer readable form. 
I I furnished subsequently to this Authority in written form. 
I I furnished subsequently to this Authority in computer readable form 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

4. L_J The amendments have resulted in the cancellation of: 
□ the description, pages 
I I the claims, Nos. 
I I the drawings, sheets/fig 

5. Lj This opinion has been drawn as if (some of) the amendments had not been made, since they have been considered to 

go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this opinion as „ originally filed". 
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Reasoned statement under Role 66.2(a)(H) with regard to novelty, Inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 



Claims 





Claims 


1-21 


NO 


Inventive step (IS) 


Claims 




YES 




Claims 


1-21 


NO 

* 


Industrial applicability (IA) 


Claims 


1-21 


YES 




Claims 




NO 



Citations and explanations 



Table of amended pages and page numbers in accordance with the marked-up version of 
the application (30.03.2006). 

Amended pages 2 and 2-1 replace originally filed page 2. Description continues with originally filed 
page 3. (Marked-up version page 2) 

Amended pages 11 to 11-5 replaces originally filed page 11. Description continues with originally 
filed page 12. (Marked-up version pages 1 1-16). 

Amended pages 18 and 18-a replace originally filed page 18. Description continues with originally 
filed page 19 (Marked-up version pages 23-25). 

Since in the context of the originally filed text of the description the text flow generated by insertion 
of amended pages 27 and 27-1 is unclear, the originally filed page 27 was not exchanged for the 
amended pages 27 and 27-1 . The term "arteriosclerosis", being the only difference between the 
amended and originally filed pages, is instead introduced between the terms a dermatomyositis ,, anc 
"vasculitis - of the originally filed page 27 in accordance with amended page 27 (and marked-up 
version page 32). 

Amended pages 90 to 90-38 replace line 20 ff of originally filed page 89 to line 19 of originally filed 
page 90. Description continues with originally filed page 90 line 20. (Marked-up version pages 94 - 
133). 

Amended page 93 replaces originally filed page 92 from line 10 ("human whole blood ... w ) and 
originally filed page 93 line 1-19 (due to a text break otherwise generated). 
Description continues from originally filed page 93 line 19 with amended page 95. (Marked-up 
version pages 134-136). 

Amended pages 95, 95-1, 96 and 96-1 replace originally filed pages 94 and 95. Description 
continues with originally filed page 96. (Marked-up version pages 136-139) 

Amended Pages 104 to 104-4 replace originally filed page 103. The description is continued with 
originally filed page 104. (Marked-up version pages 147-151). 
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Supplemental Box 




I'l'n \^ iicmI cl4i #»n ff-i m rnar* tn gnu t'hm nrvwHino Katm ifi nnf cilffiotMlt^ 
Uv MOW WUwJ LUC OkJOwC Hi CUljr (JI LUC UJCVCUlilg UVAW to UUl DUUiVlwlii/ 




Continuation of: BOX V (page 1 ) 



Amended Pages 1 12 to 1 12-5 replace page 1 1 1 of the originally filed application. The claims 
continue with the originally filed page 112. (Marked-up version pages 158-163). 



Originally filed page 1 17 was replaced by amended page 118. (Marked-up version pages 168-169). 



Documents D1-D4 cited in the WO of the international search authority: 

D1: Dondoni A, et al. "Model studies toward the synthesis of dihydropyrimidinyl and pyridyl alpha- 
amino acids via three-component Biginelli and Hantzsch cyclocondensations." J Org Chem. 2003 
Aug 8;68(16):61 72-83. 

D2: El-Sedawy Al, et al. "Metabolism of swertiamarin from Swertia japonica by human intestinal 
bacteria." Planta Med. 1989 Apr;55(2>: 147-50. 

D3: Tada et al. Modification of pyridine-3-carboxamide (Nicotinamdie) by radical substitution" 
Journal of heterocyclic chemistry, 1989, 26(1), p45-48 

D4: Popov et al. "In vitro transformations of gentiopicroside and Swertiamarin." Journal of natural 
products 1988, 51(4), p 765-768 



Statement on the Introduction of novel compounds according to the general formula In 
claim 1 through amendments 

The amended examples of preparations (examples 145 - 231), compounds (claim 4) and illness 
(Claim 21) do not exceed the scope of the originally filed application in accordance with the general 
formula of claim 1 or the claimed biochemical effects (anti-inflammatory) of the named compounds 
regarding the illness "arteriosclerosis". 
.^Nevertheless, it has to be stated that the introduction of compounds which were only disclosed by a 
i/J general formula in the originally filed application or the introduction of further examples for 
( preparations or an additional illness through amendments, may not be allowable in application 
.procedures before the national patent offices. 

The establishment of novelty, inventive step and industrial applicability was based on documents 
D1-D4 cited in the WO of the international searching authority and the amended version of the 
originally filed application (according to the letter of 30.03.2006). 

Novelty and Inventive step 

The applicant issues the deletion of the novelty destroying compounds described in documents D1- 
D4 in the inventor's opinion from 27. 10.2005 < -Moweveifa according to the formulation of the 
amended version of the claims and the dependBncjl&xrf the claims in the amended version, the 
teachings of the cited documents D1-D4 ai^^stin^h^ since Documents 

D1-D4 describe compounds comprised by the general formula of claim 1. 

The compounds described in documents D1-D4 are therefore novelty destroying for the amended 
version of claims 1-3 and 5-21. 

The amended version of Claim 4 still comprises compound 3 (page 107, line 9) described in 
document D4 and compound 4 (p^ge ^^}P^A9^ descr ibed ir^dodtfmer^ the light of 
documents D2 and D4, amended ClMm4is therefore neither novel nor inventive. 
In the light of documents D1-D4, the amended version of claims 1-21 are neither novel nor 
inventive. 

In this context, jt was not reg yitpri tn mnsiflpr thp inventor** npininn from 27.ip.20Q5 regarding the 
inventiveness of the amended claims 1-21. 
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CTo he used when the cnuse fn anv of the orecedififf boxes is not sufficient^ 




Continuation ot BOX V (page 2) 



Industrial applicability 

Industrial applicability of the subject matters of claims 1-21 is given. 
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